Summary. Three cows and 2 sheep were passively immunized against prostaglandin (PG) F on Day 16 and Days 13\p=n-\15of the oestrous cycle respectively. The PGF antiplasma was raised in ovariectomized ewes against a PGF-2\g=a\\p=n-\bovineserum albumin complex and showed 100%, 12\m=.\5%,0\m=.\3%,<0\m=.\05% and <0\m=.\01% cross-reactivity with PGF-2\g=a\,PGE-2, PGA-2, PGB-2 and arachidonic acid, respectively. Control animals were given an equivalent amount of ovariectomized ewe plasma. In all passively immunized animals there was evidence of a persistent corpus luteum as indicated by plasma progesterone concentrations and the failure of the animals to return to oestrus until at least 29 days after treatment. These data are consistent with previous proposals that PGF-2\g=a\ is the uterine luteolytic factor in sheep and cattle.
Introduction
Infusions of physiological amounts of prostaglandin (PG) F into the uterine vein of intact ewes (Thorburn & Nicol, 1971) or into the ovarian artery of ewes with autotransplanted ovaries (McCracken, Glen & Scaramuzzi, 1970; Barrett et al, 1971 ) at mid-cycle results in the premature regression of the corpus luteum (CL). These observations, when combined with other data including the finding of intermittent secretion of PGF from the uterus of ewes concomitant with the decline in plasma progesterone levels at luteolysis (Thorburn, Cox, Currie, Restall & Schneider, 1973) , have provided good evidence that PGF is the uterine luteolytic factor in ewes (see reviews by Flint & Hillier, 1975; Baird, 1977) . There is, however, some debate over whether PGF is the uterine luteolytic factor in the cow. Surges in the plasma concentrations of PGF have been detected in utero-ovarian blood of cows during the period of luteal regression (Nancarrow et al, 1973) and peaks of the PGF metabolite 13,14-dihydro-15-keto-prostaglandin F (PGFM) have been noted in jugular plasma concomitant with luteolysis (Peterson, Fairclough, Payne & Smith, 1975; Kindahl, Edqvist, Bane & Granstrom, 1976) . In addition, physiological infusions of PGF-2ct into the uterine vein of cows during the mid-luteal phase of the cycle result in a rapid and precipitous decline in plasma progesterone concentrations (Goding et al, 1971-72) . In an attempt to obtain further evidence that PGF-2a is the luteolytic factor in the cow Hansel, Shemesh, Hixon & Lukaszewska (1975) searched for luteolytic activity in endometrium samples of cows around oestrus but found little activity in the fraction containing PGF-2a. Arachidonic acid, on the other hand, was active in the bioassay used to locate the luteolysin and it was present in high concentrations in endometrial tissue. In another study, showed elevated concentrations of PGF-2a in endometrial tissue and utero-ovarian plasma but no corresponding change in ovarian arterial plasma of cows around the time of expected luteolysis. Hansel et al (1975) concluded from these data that PGF-2a may not be the uterine luteolysin in the cow.
In view of these conflicting reports we passively immunized cows with PGF antibodies during the late luteal phase of the cycle to determine whether there was a relationship between PGF and luteal regression in this species. Ewes were also immunized against PGF to obtain further evidence that PGF is involved in ovine luteolysis.
Materials and Methods

Preparation of PGF antibodies
Prostaglandin F-2a was conjugated to bovine serum albumin (BSA) by a modification of the method described by Erlanger, Borek, Beiser & Leiberman (1958) .
The PGF-2a (27 mg THAM salt, Upjohn Chemical Co., Kalamazoo, Michigan, U.S.A.)
was dissolved in 0-1 ml H20,0-5 ml dioxan and 20 pi tributylamine. Smith (1974 
Radioimmunoassay ofprogesterone
The method used to measure plasma progesterone concentrations was that described by Fairclough, Hunter & Welch (1975) . Plasma samples were extracted in duplicate with 4 volumes of hexane and progesterone concentrations were measured by radioimmunoassay using polyethylene glycol to separate free and bound steroid. The antiserum used was raised in sheep against a progesterone-11-BSA conjugate, the cross-reactions were 4-2, 0-6, and 1% with 20ß-hydroxypregn-4-ene-3-one, 20a-hydroxypregn-4-ene-3-one and 17a-hydroxyprogesterone, respectively, and <0-l% with all other steroids tested. The smallest amount of progesterone which could be measured with precision was 0-15 ng/ml plasma. The intra-and inter-assay coefficients of variation for a plasma pool assayed on 16 consecutive occasions and containing progesterone at a concentration of 0-9 ng/ml were 9-6% and 10-9%, respectively.
Results Ewes
The progesterone values in the control ewes (Nos 162 and 189) declined from 1-3 ng/ml to <0-5 at laparotomy 10 days after treatment and a rise in plasma progesterone concentrations 5 and 6 days after oestrus (Text- fig. 1 ). 
Discussion
The present study demonstrates that the life-span of the CL can be prolonged in ewes and cows by administering PGF antibodies during the time of expected luteolysis. The PGF antiplasma used for passive immunization showed low cross-reactivity towards prostaglandins of the A and series although some displacement of PGF from the antibody was noted for PGE-2. However, since it has been shown that PGE-2 stimulates the production of progesterone in vitro (Henderson & McNatty, 1975) and antagonizes the action of PGF-2a in vivo (Henderson, Scaramuzzi & Baird, 1977) , one would expect that the neutralization of PGE-2 would cause a shortening rather than a lengthening of the oestrous cycle. The most reasonable explanation for our results, therefore, is that administered PGF antibodies bind with the endogenous PGF, thus preventing it from reaching its binding site on the membrane of the CL (Rao, 1973; Powell, Hammarstrom & Samuelsson, 1975 (Harrison, Heap, Horton & Poyser, 1972) or by administering progesterone for a prolonged period to anoestrous ewes (Amoroso, Harrison, Heap & Poyser, 1973 (Nancarrow et al, 1973; Peterson et al, 1975 , Kindahl et al, 1976 . This intermittent nature of PGF release may explain why Hansel et al (1975) . Our results would tend to argue against this hypothesis since luteolysis was blocked by PGF antibodies which showed very low cross-reactivity with arachidonic acid (<0-01%). However, there still remains the possibility that the PGF antibodies could prevent PGF derived from the ovary reaching the CL although a previous report has suggested that PGF antibodies cannot cross cell membranes (Scaramuzzi & Baird, 1976) . Perhaps the best evidence against the proposal that PGF-2ct is produced within the ovary from exogenous arachidonic acid was provided by Lewis & Warren (1974) when they showed that indomethacin could block oestradiol-17 ß-induced luteolysis if administered into the uterus of heifers between Days 14 and 21 of the oestrous cycle but not when it was given systemically. If it is assumed that oestradiol-17ß in these experiments induces luteolysis by a mechanism similar to that which acts during the normal oestrous cycle then these experiments provide strong evidence for the involvement of uterine PGF-2a in normal CL regression.
The cumulative evidence derived from this and other studies, therefore, is consistent with the proposal advanced by Goding et al which suggested that PGF-2a is the uterine luteolytic factor in ewes and cows.
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